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TI Lipid-soluble platinum ( I I ) complex hydrates, and preparation of 
the hydrates and their freeze-dried preparations 

IN Tanno, Norihiko; Kishimoto, Hisakazu; Nakatsu, Michiko 

PA Sumitomo Pharmaceuticals Co., Ltd., Japan 

SO Jpn. Kokai Tokkyo Koho, 6 pp. 
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DT Patent 
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AB Title hydrates I (Rl, R2 = C10-24 fatty acid residue) are prepared by 

crystallization of anhydrous I from mixts. of halogen-containing solvents, 
hydrophilic organic solvents, and H20. I are dissolved into t-BuOH 
or its mixts. with halohydrocarbons and freeze-dried to give prepns. 
useful as anticancer agents (no data) . 

Dichloro [ cyclohexane- (1R, 2R) -diammine] platinum ( I I ) (25 g) was treated with 
AgN03 in H20 at 50-60° for 3 h, treated with myristic acid in CHC13 
in the presence of NaOH at 50° for 2 h, mixed with i-PrOH and H20 
at 55°, and cooled to room temperature to give 42.42 g I (Rl = R2 = 
myristoyl), 3 g of which was dissolved into 750 mL t-BuOH in 25 min. 
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TI Effects of new triphenylethylene platinum(II) complexes on the interaction 

with phosphatidylcholine liposomes 
AU Grenier, Guillaume; Berube, Gervais; Gicquaud, Claude 

CS Departement de Chimie Biologie, Universite du Quebec a Trois Rivieres, 

Trois Rivieres, QC, G9A 5H7, Can. 
SO Chemical & Pharmaceutical Bulletin (1998), 46(9), 1480-1483 

CODEN: CPBTAL; ISSN: 0009-2363 
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DT Journal 
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AB In a previous work the authors synthesized a class of new antineoplastic 

drugs by coupling a cisplatin derivative to a triphenylethylene moiety similar 
to the antiestrogen, tamoxifen. These drugs differ in the number of hydroxy 
functions on the triphenylethylene rings and in the length of the linking 



arm. To gain more insight into the cellular mechanism by which these new 
drugs act on cells, the authors studied, using differential scanning 
calorimetry, the effects of these compds . on the phase transition of 
membrane phospholipid (distearoyl phosphatidyl choline (DSPC)), and 
correlated these effects to drug cytotoxicity. The drugs without hydroxy 
function showed the highest cytotoxicity and induced little change on the 
thermogram of DSPC. Contrarily, the drugs bearing two or three hydroxy 
groups were less toxic, but induced important modifications of the 
thermogram. The authors suggest that the drugs with no hydroxy group 
enter the membrane, with the triphenylethylene moiety localized deep 
within the hydrophobic core of the bilayer and do not affect the 
cooperativity region (C2-C8). In contrast, drugs which bear hydroxy 
groups on the triphenylethylene rings system perturb the phospholipid mol. 
arrangement; this may be due either to the addnl. steric hindrance of the 
hydroxy functions in the core of the bilayer, or to their 
hydrophilic effect on the polar head of the lipid. In 
vitro, the cytotoxic effect of these drugs seems not to be related to 
their affinity for the estrogen receptor. Thus, the addition of a 
triphenylethylene moiety to the platinum (II) complexes increases the 
hydrophobicity, and consequently the resulting drugs become more permeable 
to the membrane, particularly the non-hydroxylated triphenylethylene 
derivs . 
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TI Use of self-assembling surfactants as templates and reactants for the 

synthesis of noble metal particles 
AU Andersson, Martin; Harelind Ingelsten, Hanna; Palmqvist, Anders E. C; 

Skoglundh, Magnus; Holmberg, Krister 
CS Department of Applied Surface Chemistry, Chalmers University of 

Technology, Goteborg, SE-412 96, Swed. 
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AB A review. Recent work in the authors' laboratory regarding the use of the 
title 

surfactants as templates for noble metal particle synthesis is reviewed. 
Nonionic surfactants containing polyoxyethylene chains can act both as 
templates and as reducing agents in the synthesis of nanoparticles 
of noble metals from a solution of the metal salt. In this paper, we show 
that nanoparticles of platinum can be obtained by mixing one 
microemulsion containing a water-soluble platinum complex, 

[PtC16]2-, with another microemulsion containing a reducing agent, such as 
sodium borohydride (NaBH4) . The choice of surfactant is decisive in 
controlling the reaction rate. Whereas an ale. ethoxylate gives a fast 
reaction regardless of the hydrophilic-lipophilic balance of the 
surfactant, reaction in a microemulsion based on the anionic surfactant 
sodium bis ( 2-ethylhexyl ) sulf osuccinate (AOT) was relatively sluggish. The 
difference is attributed to the nonionic surfactant assisting NaBH4 as 
reducing agent. We also show that silver nanoparticles can be 



produced by reduction of a silver nitrate solution with a nonionic surfactant, 
and a block copolymer of the polyoxyethylene-polyoxypropylene- 
polyoxyethylene type, without the use of any addnl. reducing agent. This 
reaction takes place in the narrow, channels of a reverse-hexagonal liquid- 
crystalline phase and the small silver particles became aligned into millimeter 
long fibers. 
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AB The invention discloses a model for screening of anticancer drugs of 
synthetic, semisynthetic or natural origin. The invention more 
particularly discloses the use of mosquito larvae and mosquito pupa as 
model organisms for screening of drugs having anticancer activity. The 
invention is furthermore applied for screening of efficacy of drug 
delivery systems of anticancer drugs. Further, the invention concerns, in 
particular, a procedure for the identification and/or characterization of 
drugs having anticancer activity and extrapolates their potencies. 
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complexes are disclosed. The nanoparticles of the invention are obtained 
by a process comprising: a) preparing a first microemulsion by mixing a 
molten lipid, a surfactant, and optionally a co-surfactant and the 
platinum compound aqueous solution; b) preparing a solution by mixing a 
surfactant and optionally a co-surfactant in water, heating to complete 
solution, preferably at the same melting temperature of the lipid used in a) 

and 

adding a co-surfactant; c) dispersing the microemulsion obtained in a) 
into the solution obtained in b) obtaining a multiple microemulsion c) ; d) 
dispersing the microemulsion obtained in c) in aqueous medium at a temperature 
ranging from 0.5°C to 4°C obtaining a dispersion of solid 

lipid microspheres; e) washing with aqueous medium through ultrafiltration the 
obtained lipid microspheres obtained in d) and lyophilizing, optionally in 
the presence of a bulking agent and of a cryoprotecting agent. SLNs of 
bis [trans- (diammine) ( chloro ) platinum 

(II) ]-|u-(l, 16-diamino-7, 1 0-diazahexadecane-Nl , N16 ) dinitrate salt were 
prepared 
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